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Introduction
During the cardiac cycle, Ca influx through L-type Ca channels triggers coordinated release of Ca via ryanodine receptor (RyR) Ca release channels of the sarcoplasmic reticulum (SR). This Ca-induced Ca release (CICR) leads to the whole-cell cytosolic Ca ([Ca] i ) transient that initiates contraction of the heart. RyR activity is critically dependent on both [Ca] i and the intra-SR Ca content ([Ca] SR ), which gives rise to complex dynamic RyR gating behavior [2] [3] [4] . Increases in both This level has been termed the "Ca wave threshold" and represents the intra-SR Ca content at which spontaneous Ca release activates. 5, 6 Experimental evidence suggests that the wave threshold may be set by the state of the RyR, as alteration of the wave threshold has been observed with agents that modulate RyR activity [6] [7] [8] or in disease conditions associated with RyR dysfunction including heart failure 9, 10 and catecholaminergic polymorphic ventricular tachycardia. [11] [12] [13] Due to the inherently regenerative nature of CICR, distinct mechanisms must be in place to ensure termination of the Ca release process and allow for sequestration of Ca back into the SR. It has been shown by our laboratory and others that the termination of Ca release is governed by a luminal [Ca] SRdependent mechanism and dependent upon SR Ca depletion [14] [15] [16] [17] . The [Ca] SR at which release terminates is known as the termination threshold. Furthermore, we have shown that the termination threshold of local spontaneous Ca release is related to the luminal Ca sensitivity of the RyR as, like the wave threshold, it can be modified by agents that sensitize the RyR to activation by Ca 17, 18 . Thus, it has become evident that both the wave threshold and the termination threshold are relevant parameters that can be tuned to meet the demands imposed on the working heart.
In our recent study 1 we utilized the low-affinity fluorescent Ca indicator fluo-5N to directly monitor the intra-SR Ca wave threshold during beta-adrenergic , represents a protective mechanism against arrhythmogenic events during beta-adrenergic stimulation.
Results and Discussion
In this study we directly monitored the 
